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What is claimed is: 




1 . A compound pf formula I 



CH2COOH 




(I) 



wherein R is methyl or ethyl; 
Ri is chloro or fiu^ro; 
R2 is hydrogen orffluoro; 

R3 is hydrogen, f/uoro, chloro, methyl, ethyl, methoxy, ethoxy or hydroxy; 
R4 is hydrogen or fluoro; and 
R5 is chloro, fluoro, trifluoromethyl or methyl; 
or a pharmaceuiically acceptable salt thereof; 
or a pharmaceilically acceptable prodrug ester thereof. 



2. A 
R2 is hydrogen 
chloro, fluoro 0 
acceptable 



co|npound according to claim 1 wherein R is methyl or ethyl; Ri is chloro or fluoro; 
R3 is hydrogen, fluoro, chloro, methyl or hydroxy; R4 is hydrogen; and R5 is 
methyl; or a pharmaceutically acceptable salt thereof; or a pharmaceutically 
prodrug ester thereof. 



3. A 
hydrogen; R3 
pharmaceutically 
jjhere of. 



compound according to claim 1 wherein R is methyl or ethyl; Ri is fluoro; R2 is 
s hydrogen, fluoro or hydroxy; R4 is hydrogen; and R5 is chloro; or a 

acceptable salt thereof; or a pharmaceutically acceptable prodrug ester 
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4. A compound accordingyio claim 1 wherein R is methyl or ethyl; is fluoro; R2 is 
fluoro; R3 is hydrogen, ethoxy o/hydroxy; R4 is fluoro; and R5 is fluoro; or a pharmaceutically 
acceptable salt thereof; or a p/armaceutically acceptable prodrug ester thereof. 

5. A compound according to claim 1 wherein R is ra^hyl; R^ is fluoro; R2 is hydrogen; R3 
is hydrogen or fluoro; R4 is hydrogen; and R5 is chloroj/Jr a pharmaceutically acceptable salt 
thereof; or a pharmaceutically acceptable prodrug e^er thereof. 

6. A compound according to clainyKwhich is 5-methyl-2-(2'-chloro-6'- 
fluoroanilino)phenylacetic acid wherein/m formula I R is methyl; Ri is fluoro; R2 is hydrogen; R3 
is hydrogen; R4 is hydrogen; apd R/s chloro; or a pharmaceutically acceptable salt thereof. 

7. A compound ^dMifii^ claim 1 which is 5-methyl-2-(2\4'-difluoro-6'- 
chloroanilinp)phenylacet/lpcid^ in formula I R is methyl; Ri is fluoro; R2 is hydrogen; R3 
is fluoro; R4 is hydrogecrf and R5 is chloro; or a pharmaceutically acceptable salt thereof. 

8. A compound according to claim 1 which is 5-ethyl-2-(2',3',5\6'- 
tetrafluoroanilinoVphenylacetic acid wherein in formula I R is ethyl; Ri is fluoro; R2 is fluoro; R3 is 
hydrogen; R4 is fluoro; and R5 is fluoro; or a pharmaceutically acceptable salt thereof. 

9. A compound accxa|m|hg to claim 1 which is 5-ethyl-2-(2',4'-dichloro-6'- 
methylanilino)phenylaceti/a^id in formula I R is ethyl; R^ is chloro; R2 is hydrogen; R3 is 
chloro; R4 is hydrogen; awd R5 is methyl; or a pharmaceutically acceptable salt thereof. 



10. A pharmaceutical composition comprising ao^ffective cyclooxygenase-2 inhibiting 



amount of a compound of claim 1 which is substantially free of cyclooxygenase-1 inhibiting 

"harfnace 



activity in combination with one 



11 . A pharmaceutical 
amount of a compound of 
activity in combination with on^ 




laceutically acceptable carriers. 

^ition comprising an effective cyclooxygenase-2 inhibiting 
:h is substantially free of cyclooxygenase-1 inhibiting 
more pharmaceutically acceptable carriers. 
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12. A pharmaceutical composition comprising an effective cyclooxygenase-2 inhibiting 
amount of a compound of claim 7 whichjs^ubstantially free of cyclooxygenase-1 inhibiting 
activity in combination with^^fi^ or j](^e pharmaceutically acceptable carriers. 



13. A pharma^^i^^dT composition comprising an effective cyclooxygenase-2 inhibiting 
amount of a compouji^S^of c^^ 8 which is substantially free of cyclooxygenase-1 inhibiting 
activity in combination with one or more pharmaceutically acceptable carriers. 

14. A pharmaceuticai^w^position comprising an effective cyclooxygenase-2 inhibiting 
amount of a compound ofyclafrn 9 wljic^ is substantially free of cyclooxygenase-1 inhibiting 
activity in combination witji^e or more pharmaceutically acceptable carriers. 



15. A method of treating cyclooxygenase-2 dependept^isorders in mammals while 
substantially eliminating undesirable side effects associated with cyclooxygenase-1 inhibiting 
activity which comprises administering to a mammal in need thereof an effective 
cyclooxygenase-2 inhibiting amount of a compour^of claim 1 which is substantially free of 
cyclooxygenase-1 inhibiting activity. 



16. A method of selectively inhibjling cyclooxygenase-2 activity in a mammal without 
substantially inhibiting cycloxygenase-/ activity which comprises administering to a mammal in 
need thereof an effective cycloQ^g^ase-2 inhibiting amount of a compound of claim 1 which is 
substantially free of cyclooxygenase-/ intfibiting activity. 




17. A method of tcegftiiT^rheurihatoid arthritis, osteoarthritis, pain, inflammation in 
mammals which compris^y a^fninisWing to a mammal in need thereof a correspondingly 
effective amount of a compc/unoof claim 1 which is substantially free of gastrointestinal 
ulceration. 



18. A method of treating ocular inflammatory disorders, glaucoma or dry eye disease in 
mammals which comprLses administering to a mammal in need thereof a correspondingly 
effective amount of a qompound of claim 1. 
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19. A method for the preparation of a compoun^^of formula I according to claim 1 which 
comprises: 

(a) coupling a compound of formula II of lla 




CH2COOR3 



(Ma) 



wherein R has meaning as definj 
and R7 together with the nit^ 

with a compound of fon 



xg is lower alkyi; and Re and R7 represent lower alkyi; or Rq 
represent piperidino, pyrrolidine or morpholino; 



wherein R^, R2, R3, R4 and R5 have meaning as defined in said claim 1, in the presence of 



copper and cuprous iodide 



to obtain a compound of formula IV or IVa 
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CHj-C 



wherein R1-R7 have meaning as defined above, and which is in turn hydrogenolyzed and then 
hydrolyzed to obtain a compoundof formula I wherein R represents ethyl; or 




(VI) 



(c) hydrolyzing a Jactamyof formula VII 



(VII) 



wherein R and fy^Rs have meaning as defined, with a strong base; and 

in above processes, if desired, temporarily protecting any interfering reactive groups and then 
isolating the resulting compound of the invention; and, if desired, converting any resulting 
compound into another compound of the invention; and/or if desired converting a free carboxyllc 
acid of the invention into a pharmaceutically acceptable ester derivative thereof; and/or if 
desired, converting a resulting free acid into a salt or a resulting salt into the free acid or into 
another salt. 
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A compound a£coi:dm§4o-Gteifl^of formula 




CH2C00CH2C00H 



wherein R is methyl or ethyl; 



R2 
R3 
R4 

R5 



s chloro or fluoro; 
s hydrogen or fluoro; 

s hydrogen, fluoro, chloro, methyl, ethyl, methoxy, ethoxy or hydroxy; 

s hydrogen or fluoro; and 

s chloro, fluoro, trifluoromethyl or methyl; 



or a pharmaceutically acceptable salt thereof. 

^. A compound according to claim ^wherein R is methyl or ethyl; Ri is chloro or 
fluoro; R2 is hydrogen; R3 is hydrogen, fluoro, chloro, methyl or hydroxy; R4 is hydrogen; and R5 
is chloro, fluoro or methyl; or a pharmaceutically acceptable salt thereof. 

22. A compound according to claim ^ wherein R is methyl or ethyl; Ri is fluoro; R2 is 
hydrogen; R3 is hydrogen, fluoro or hydroxy; R4 is hydrogen; and R5 is chloro; or a 
pharmaceutically acceptable salt thereof. 

28. A compound according to claim 20 wherein R is methyl or ethyl; R^ is fluoro; R2 is 
fluoro; R3 is hydrogen, ethoxy or hydroxy; R4 is fluoro; and R5 is fluoro; or a pharmaceutically 
acceptable salt thereof. 
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A compound according to claim ^wherein R is methyl or ethyl; Ri is fluoro; R2 is 
hydrogen; R3 is hydrogen or fluoro; R4 is hydrogen; and R5 is chloro; or a pharmaceutically 
acceptable salt thereof. 

26. A compound according to claim ^ which is carboxymethyl 5-methyl-2-(2'-chloro-6'- 
fluoroanilino)phenylacetate wherein in formula I R is methyl; R^ is fluoro; R2 is hydrogen; R3 is 
hydrogen; R4 is hydrogen; and R5 is chloro; or a pharmaceutically acceptable salt thereof. 

A compound according to claim 30 which is carboxymethyl 5-methyl-2-(2\4'-difluoro- 
6'-chloroanilino)phenylacetate wherein in formula I R is methyl; Ri is fluoro; R2 is hydrogen; R3 
is fluoro; R4 is hydrogen; and R5 is chloro; or a pharmaceutically acceptable salt thereof. 



A compound according to claim ZCTwhich is carboxymethyl 5-ethyl-2-(2',3',5',6'- 
tetrafluoroanilino)phenylacetate wherein in formula I R is ethyl; R-i is fluoro; R2 is fluoro; R3 is 
hydrogen; R4 is fluoro; and R5 is fluoro; or a pharmaceutically acceptable salt thereof. 

2p. A compound according to claim ^which is carboxymethyl 5-ethyl-2-(2'4'-dichloro- 
6'-methylanilino)phenylacetate wherein in formula I R is ethyl; Ri is chloro; R2 is hydrogen; R3 is 
chloro; R4 is hydrogen; and R5 is methyl; or a pharmaceutically acceptable salt thereof. 

A pharmaceutical composition comprising an effective antiinflammatory amount of a 
compound of claim ^0^hich is substantially free of gastrointestinal ulceration in combination 
with one or more pharmaceutically acceptable carriers. 

^/ 

3^(yA pharnciaceutical composition comprising an effective antiinflammatory amount of a 
compou/nd of claim ^which is substantially free of gastrointestinal ulceration in combination 
with one or more pharmaceutically acceptable carriers. 

» 3^. A phafnjjaceutical composition comprising an effective antiinflammatory amount of a 

.^comESijnd,otpla\^ is^^;ifc^^?ff©^fuT^ ulceration in combination with 

>| 

one or more pharmaceutically acceptable carriers. 
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Jl, A pharmaceutical composition comprising an effective antiinflammatory amount of a 
compound of claim which is substantially free of gastrointestinal ulceration in combination 
with one or more pharmaceutically acceptable carriers. 

ZZ. A pharmaceutical composition comprising an effective antiinflammatory amount of a 
compound of claim ^ which is substantially free of gastrointestinal ulceration in combination 
with one or more pharmaceutically acceptable carriers. 



1^, 



A method of treating cyclooxygenase dependent disorders in mammals without 
causing undesirable gastrointestinal side effects which comprises adnpinistering to a mammal in 
need thereof an effective amount of a compound according to claim ^which is substantially 
free of gastrointestinal ulceration. 



A method of treating rheumatoid arthritis, osteoarthritis, pain or inflammation in 
mammals without causing undesirable gastrointestinal side effects which comprises 
administering to a mammal in need thereof a correspondingly effective amount of a compound 
of claim 2rf which is substantially free of gastrointestinal ulceration. 
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